Research from South Australia is included in this issue, with a retrospective observational study demonstrating that improved outcomes are often seen when thiopurine metabolite testing is used for inefficacy and adverse effects in patients with IBD. Norwegian authors identified dose-dependent associations between bodyweight loss and both reductions in GORD symptoms and better treatment success with antireflux medications. Still on the subject of bodyweight, the final paper for this issue reports that delayed gastric emptying with gastric antral botulinum toxin injections is not accompanied by reductions in bodyweight in obese individuals. I hope you find this issue's selection stimulating, and I look forward to your comments and feedback.
Kind Regards,
Dr Evan Newnham evan.newnham@researchreview.com.au
Duodenal infusion of donor feces for recurrent Clostridium difficile
Authors: van Nood E et al Summary: Patients with recurrent Clostridium difficile infection were randomised to receive oral vancomycin 500mg four times daily for 4 days only (n=13) or followed by bowel lavage with (n=16) or without (n=13) a subsequent infusion of donor faeces through a nasoduodenal tube. The rate of C. difficile-associated diarrhoea resolution without relapse at 10 weeks (primary endpoint) was significantly greater in the faeces infusion group than the vancomycin only and vancomycin plus lavage groups (81% vs. 31% and 23%, respectively; p<0.001 for both). Two of the three recipients of faeces infusions who did not initially achieve resolution did so after receiving a second infusion from a different donor. There were no significant differences among the groups for adverse events, with the exceptions of mild diarrhoea and abdominal cramping in the infusion group on the day of the infusion. Furthermore, increased faecal bacterial diversity, similar to that seen in healthy donors, was seen in recipients of faeces infusions; specifically, Bacteroidetes spp. and clostridium clusters IV and XIVa increased and Proteobacteria spp. decreased.
Comment: This study may well be a 'game-changer' in the feasibility and clinician acceptance of this novel therapy. Unsurprisingly, this was an open-labeled study. However, successful randomisation occurred, with each group well matched. Eradication rates of >80% after a single donor faeces infusion are difficult to argue with, and this therapy may well be ready for prime time, with some institutions already starting to adopt the practice. No doubt there remain significant hurdles to jump prior to introduction. Unanswered questions from this study include the use of duodenal faeces infusions to manage IBDs, whether colonoscopic administration is as effective and whether the results would be just as good without bowel cleansing. : N Engl J Med 2013; 368(5) :407-15 http://www.nejm.org/doi/full/10.1056/NEJMoa1205037
Reference
Abbreviations used in this issue: CD = Crohn's disease; DWI = diffusion-weighted imaging; GORD = gastro-oesophageal reflux disease; IBD = inflammatory bowel disease; MRE/I = magnetic resonance enterography/imaging; OR = odds ratio; PPI = proton-pump inhibitors; TNF = tumour necrosis factor Esophageal sphincter device for gastroesophageal reflux disease Authors: Ganz RA et al Summary: These researchers found that 64% of 100 patients with GORD prospectively assessed before and after sphincter augmentation had experienced ≥50% reduction in oesophageal acid exposure 1 year after the procedure (primary outcome). In addition, 93% of participants experienced a reduction of ≥50% from baseline in PPI use, and 92% had a ≥50% improvement in GORD quality-of-life scores, versus baseline scores when they were not receiving PPI therapy. Dysphagia, the most frequent adverse event, was seen in 68% of participants postoperatively, 11% at 1 year and 4% at 3 years. Six participants experienced a serious adverse event resulting in device removal.
Comment:
The magnetic device utilised in this study took an average of 35 minutes to laparoscopically insert and sits circumferentially around the lower oesophageal sphincter. The principal advantage over fundoplication surgery is that it offers a more dynamic gastro-oesophageal junction. Thus, side effects of vomiting caused by 'tight wraps' should be reduced. Initial dysphagia rates were high, but dysphagia rates at 12 months were 10%. Serious adverse events were noted in 6% of cases -a rate that is comparable to current surgical practice. Although a prospective study, no control group was provided, and further studies are awaited.
Reference: N Engl J Med 2013;368 (8) Compared with a longer time between preparation and procedure (>8 hours), a shorter time (<8 hours) was associated with a higher rate of satisfactory/good cleansing (OR 1.3; p=0.04). A multivariate analysis showed that female gender (OR 1.4; p=0.02), outpatient status (3.1; p=0.001) and indication for procedure (p<0.01) significantly predicted adequate bowel preparation, and adequate bowel preparation was associated with a significant increase in caecal intubation rates (5.3; p=0.001).
Comment: This study presents a large local experience with evolving evidence in the endoscopic literature. The results, obtained from a robust database, support the international experience with a shorter time interval between end of preparation and endoscopy associated with improved outcomes.
Although not reaching statistical significance, polyp detection rates were unsurprisingly higher in the shorter interval preparation, whilst an increased chance of good bowel preparation was noted along with a 5-fold improved caecal intubation rate. Applying this evidence base to morning procedures will remain an ongoing challenge.
Reference: Intern Med J 2013;43 (2) 
Weight loss and reduction in gastroesophageal reflux
Authors: Ness-Jensen E et al Summary: These researchers prospectively investigated whether bodyweight loss is associated with reduced GORD symptoms in a cohort of 29,610 Norwegians who responded to both the HUNT-2 and HUNT-3 study questionnaires on heartburn and acid regurgitation. A dose-dependent association was seen between reduction of GORD symptoms and increased treatment success with antireflux medication. A reduction in BMI of >3.5 units was significantly associated with loss of any minor or severe GORD symptoms when antireflux medication was not being used or used less than weekly (adjusted OR 1.98 [95% CI 1.45-2.72]) and when antireflux medication was being used at least weekly (3.95 [2.03-7.65]); the association with loss of severe GORD symptoms was only significant when antireflux medication was being used at least weekly (3.11 [1.13-8.58]).
Comment: This large Norwegian study has clearly demonstrated the benefit of weight loss in managing reflux symptoms. Although those who were more compliant with PPIs had greater symptom control, the effect of weight loss was an independent factor. In addition, the effects occurred in a dose-dependent fashion, with the greatest effect of symptom control seen in those who lost the most weight. Although perhaps intuitive, the results reinforce the value of weight loss as a nonpharmacological tool in the management of reflux symptoms and may have particular relevance to overweight patients being considered for surgery to manage their symptoms.
Reference: Am J Gastroenterol 2013;108 (3) In a retrospective, multicentre analysis of data from patients with IBD, Spanish investigators examined the safety of thiopurines and anti-TNF-α agents during pregnancy. A total of 187 thiopurine-exposed, 66 anti-TNF-α-exposed and 318 nonexposed pregnancies were included. The unfavourable Global Pregnancy Outcome (GPO) rate differed among the three groups (31.8% in nonexposed, 21.9% in thiopurine-exposed and 34.8% in anti-TNF-α-exposed [p=0.01 for the thiopurine-exposed versus nonexposed comparison]). The respective pregnancy-complication rates did not differ among the three groups (27.7%, 20.9% and 30.3%), whereas the neonatal complication rate was significantly lower in those exposed to thiopurines than among those not exposed (13.9% vs. 23.3%; p=0.01); the rate in those exposed to anti-TNF-α agents was 21.2%. In a multivariate analysis, only thiopurine treatment predicted favourable GPO (OR 0.6 [95% CI 0.4-0.9; p=0.02]); the only predictor of unfavourable GPO was maternal age >35 years at conception.
Comment: The use of immunomodulators and biologicals during pregnancy and prepregnancy counselling is an increasing issue and can be a source of significant anxiety for patients and clinicians alike. Although limited by its retrospective design, the results contribute to the evolving evidence base in the use of these agents, with neither thiopurines nor biologicals being associated with adverse pregnancy outcomes. Interestingly, those who continued anti-TNF-α therapy (two-thirds received infliximab) had a more favourable outcome than those who elected to cease before or during the first trimester. Also worth noting is that on multivariate analysis, the only factor associated with a good GPO was azathioprine. 4%) . Post-test improvements in efficacy, reduced toxicity or change to alternative therapy were seen in 55.0% of those tested for inefficacy/flare reasons, 27.8% of those with suspected adverse effects, 60.0% of those with both, and 13.0% of those tested for routine/other reasons. Sixteen patients received allopurinol cotherapy, which resulted in marked improvements in thiopurine metabolite concentrations.
Comment: As the availability of thiopurine metabolite testing increases, we now need to establish where it fits into our clinical practice and specifically whether it contributes to decision making. Unsurprisingly, the results of metabolite testing had the greatest impact in the group where testing was performed due to a disease flare or perceived inefficacy. In this group, more than half were noted to have improved outcomes. Prospective results are keenly awaited from other trials in process, but these retrospective results align well with anecdotal experiences. Comment: The advantages of nonionising investigations such as MRI are obvious in a population such as CD, where cross-sectional imaging can be required on multiple occasions, particularly in the context of fistulising or fibrostenosing disease. Readers would be familiar with DWI and its utility in ischaemic stroke, but DWI is also useful in assessing inflammation. MRI now has an established role in imaging of the intestine, but this study has uniquely defined the role of DWI. Perhaps the most appealing aspect of DWI is the preparation, with patients only needing 1L of oral PEG solution.
The procedure was well tolerated, and in the 31 patients, none of the images were considered poor. Further studies comparing this technology with more sensitive markers of inflammation, such as faecal calprotectin and endoscopy, are awaited.
Reference: Aliment Pharmacol Ther 2013;37 (5) While the wound infection rate was significantly greater in cases than controls (19% vs. 11%; p=0.008), no significant association between biological use and wound infections was seen in a multivariate analysis. When thiopurines were administered concomitantly with biologicals, there were significantly more urinary tract infections (p=0.0007) and wound infections (p=0.0045). Rates of infections and other outcomes were unaffected by time between last biological dose and procedure (≤180 days), and wound infection rates did not differ significantly between patients with detectable versus undetectable preoperative infliximab concentrations.
Comment: These authors have attempted to address the often-encountered issue of biological therapy management in the preoperative setting. As well as finding no increase in perioperative issues, the investigators found that there was no rationale to withholding biological therapy in the preoperative setting. There were more wound infections noted in the biological group on univariate analysis; however, this was not supported on multivariate calculations. However, an association was found in those on combination treatment with infliximab and azathioprine with postoperative wound infections. Although limited to a small number of patients, detection of infliximab concentrations had no impact on postoperative outcomes. The key messages remain slightly muddied, but certainly there is no evidence to support the delay of surgery to allow biologicals to be 'washed out'. Obese individuals were randomised to receive (using endoscopic ultrasound guidance) gastric antral muscularis propria injections of botulinum toxin-A 100U, 300U or 500U or saline placebo in this 24-week trial. The mean half-time for gastric emptying of solids 2 weeks after injections had increased from baseline by 14 min, 24 min and 14 min among botulinum toxin-A 100U, 300U and 500U recipients, respectively, compared with 0.8 min among placebo recipients (p=0.24 overall; p=0.04 for 300U versus placebo). Mean bodyweight reductions 16 weeks after the injections (0.2-3.0kg) did not differ among the groups, nor did satiation volume, caloric intake, gastrointestinal symptoms or psychological aspects of eating behaviour.
Comment: Minimally invasive means of managing obesity are obviously of great interest to clinicians and an increasingly obese patient population. This was a well-designed randomised, placebo-controlled dose-finding study with botulinum toxin directed by endoscopic ultrasound. Not only did the study fail to show any difference in weight loss with the use of intrapyloric botulinum toxin injection, but there was little effect on gastric emptying and no effect on gastrointestinal symptoms. Previous studies have demonstrated impressive weight loss results (up to 11kg at 26 weeks), but may have been subject to bias in blinding.
